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29. Use according to any of Claims 25 to 28 for combating toxicitj^ in an 
individua] who has one of more chnica] sjmptoms of to^dcii)' caused by the 
antifolate compound. 

30. Use according to Claim 29 wherein the clinical symptom of to^dcitj. caused 
by the .antifolate componnd is selected from anaemia, anorexia., aslhenia, 
dehydration, diarrhoea, fatigue, fever, hepatoto.dcit5^ hypexbilirabina^mia, 
leukopaenia, mucositis, myelo suppression, nausea, neuti-opaema, rash, reversible 
transaminitis, stomatitis, thrombocytopaenia and vomiting. 

U,. uriiiiM L if o latc .uiLip u imJ ri f F nrm ii-I a. LlnJii rri iti riaim 1 or H n i m 

^ AuLL.uLi, lin II m^ W idin l. . h u L .i.ni n n T imit 1j .niiiii i"' 1ni nrl n^n P ^^^ n n . 

K. Use according to any of Claims 25 to S fox combating to.dcitj' in an 
indi^ddual vfho is administered a folate pathway rescue agent 

^2 Use according to Clahn U wherein the individual is administered the 

20 folate pathway rescue agent prior to the enzj^e tioat .has carbo^eptidase G 
ac^i^^t3^ 

Use according to Claim 32 wherein the individual- is administered the 
• folate pathway rescue agent after the en^^-me that has carbo^rj'peptidase G activity. 

3V. «i. Use according to Claim 32 wherein the individual' is administered the 
* folate pathway rescue agent and the en23'me that has carboxj-peptidase G activity 
substantially simultaneously. 

3035.$^. ■ Use of a folate pathway rescue agent in the preparation of a medicament 
for combating to>dci1y caused by an antifolate compound of Formula I as defined 
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ill Claim 1 or Claiin 2 in an individual who is administered. an eiL23iae that has 
carboxypeptidase G acti^dt3^ 

3^.3^. Use of an enzsme that has carboxypeptidase G activitj^ and a folate 
5 • pathway rescue agent in the preparation of a medicameni for combating todcity 
caused by an antifolate compound of Formula I as defined in Qaim 1 or Claim 2. - 

31 3£ 

S7. 3B. Use according to any of Claims 32 to 3^ whereia the antifolate compound 
is an inhibitor of DHFR or GAKFT, and the folate pathway rescue agent is 
10 leucovorin. " 

37 

%9. J^. Use according to Claim 3« wherein the antifolate compound is LY309887, 
AG2034, OTAG2037. 

15 3n. 40; Use according to any of Claims 52 to 37 wherein the antifolate compound 
of Formula I is an inhibitor of TS, and the folate pathway rescue agent is 
thymidine. 

44 . Use according to Claim 4® wherein the antifolate compound of Formula I 
20 isTomudex. 

4/. 42. Use according to any of Claims 2fi to 44 wherein the enzyme that has 
carbox3'peptidase G acti^dty is at a dose of about 50 Units per kg body weight 

25 Use accordmg to any of Claims 25 to 4& for combating toxicity caused by 

an antifolate compound of Formula I in an individual who is being treated for a 
disease selected from cancer, RA, MS, psoriasis, extrauterine pregnancy and graft 
vs. host disease by administration of the antifolate compound. 



30 Use of an antifolate compound of Formula I as defined m Claim 1 or Claim 

2 in the preparation of a medicament for treating a condition selected from cancer. 
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RA, 1\1S, psoriasis, ejitrauterine prsgnaBcy and graft vs. host disease in an 
iadi-\adua] who subsequently adminisiered an wzymt that has caxbors'peptidase 
G activit5'. 

5 4^.4^. Use-of an enzyme that has carboxypeptidase G activitj' in the preparation 
of a medicament for complementing the therapy of a disease selected from cancer, 
RA, MS, psoriasis, extrauterine pregnancy and graft vs. host disease that is being 
treated by administration of an antifolate compound of Foimula I, ^-4/«m ^ ^^ln^^ 

' 10 i^. 46. Use according to any of Claims 43 to 46 whsrem the antifolate compound 
of Formula I and the cancer to be treated are as defined in any of Claims 2 1 -24. 

46 4^. A therapeutic S3'stem comprising an antifolate compound of Formula I as 
defined above hi Claim 1 or 2, and an enzjme that has carboxypeptidase G 
15 acti^d^3^ 

• 4-7. 4>6. A therapeutic S5^stem according to Claim ^ further comprising a folate 
pathway rescue agait 

20 4*. 4©. An ex vivo method of cleayhig. a terminal L-glutamate moiety from a 
- compound of Formula I as defined in Claim 1 or Claim 2, the method comprising 
contactiag the compound "wdth an enzjmie that has carbo^rj'peptidase- G acti^dt5^ 

4138. ■ A method of determining the rate and/or e^rtent of cleavage of a compouad 
25 ■ of Formula I as defined in Claim 1 or Claim 2 by an enzsmie that hjas 
• carboxypeptidase G acti^dty, the method comprising: 
providing the compound of Formula I, 

contacting- the compounii of Formula -I '^'^dth an en25me that has 
carboxypeptidase G activity under conditions such that cleavage of the compound 
30 can occur, and 
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monitoiiiig the rate and/or esrtexit of cleavage of the compound of Fonaula 
I over time. 

. A metiiod according to Claim 50 wherein the monitoring step comprises 
5 monitoring tiae amount and/or concentration of the compound of Formula L 

• Si. 36. A method according to Claim 50 or 32 wherein the monitoring step 
comprises monitoring the amount and/or concentration of one or more break-down 
products of the compound of Formula 1. 

10 

SLS6, A method according to any of Claims 56 to 3a which is performed ex vivo, 

5i A method according to any of Claims 50 to 35 which is performed z/? vivo. 

15 ^.56. A method according to Claim 54 fuither comprisiag detercoioing whether 
an additional dose of the cnz^^me that has carborj'peptidase G activity is required 
ia order reduce the amount of the compound of Formula I to a predeteimined 
level. 

20 55; 56. A method according to Claim- 54 or 5§ further comprising contacting the 
compound of Formula I with an additional dose of the enzyme that has 
carboxTj^eptidase G activity under conditions such that cleavage of the compound 
can occur. 

25 ^^.K- ' A method of cleaving a compoxmd comprising a stractural fragment of 
Fonnula YIE, 




wo 2(K15/II84C95 



49 



PCT/GB2(l05y(l00751 



wheieoD 

the wsvy line iadicales the point of attachment of the structura] fragment; 

5 rspresaits 0 or S; 

represents H or one or two substituents selected from halo, Cj-4 alks'l and 

C]^ aJlcoxT; 

10 represents H or Cj^ aJkyl; 

represents -CH2C(R^*)CR^'}-D; " 
R^^ and independently lepresent H or Ci^ sJkyk or R^" and R^^ together 

represent =C(H)R^''; 
15 represents H or Cw aJl^'i; 

D represents C(0)OH, tetrazol-S-yl, (CH2)o.r>^". ox, when R^^ and R^^ , 
together represent =C(H)R'°. then D may also represent H, or. D represents a . 
rtrudiiral fragment of Formula Ilia or lEb, 



20 



25 



0 OH COOH O OH COOK 

Ilia • . 'I'b ; 

wherein the ' wavy lines indicate the point of attachment of the structural 
fragments; 

r" represents H or C(0)R}^; 

represents H or phenj^l substituted by C(0)OH and optionally substituted by 
one or t\vo further substituents selected from halo. Cm aU^yl and Cm alko>:y; and 
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aLtjd, alkenjd and alkynjd groups, as well as tiie allqd part of allcox}- groups, ma]' 
be substituted b]' one or more halo atoms; 



or a phaimaceuticaUj' acceptable salt and/or solvate thereof, 

5 

the raethod comprising- contacting the compound comprising the structural 
jfragment of Formula Vm with an enzjme that has carboxypeptidase G activity. 



s^- SS. A method according to Claim S7 that is perfonned ex vivo. 

10 

• 5^. A method according to Claim 5? that is perforaied in vivo. 



r6 

68. A mefliod according to Claim XI wherein the compouud compiisuig the 
structural fragment of Formula VHI is an aiitifolate compound. 

15 

tfft, 64. A method according to Claim M for combating toxicity caused b3' the 
antifolate compound in an iadividual who has been administered the said 
antifolate compound m the course of medical treatment, or othenvise, the method 
comprising administering to the indi-sddual an enzsme that has carboxj'peptidase G 
' 20 acti^dt3^ 



^ / . 62. Use of an enzyme that has carboxypeptidase G activity in the preparation 
of a medicament for combating toxicity caused by an antifolate compound of 
Fomula VH as defined in Claim 3^^^ . 

25 

^^.6Z^ A method according to any of Claim. s I to 24 or ^ to or a use 
accorditig to any of Claims 25 to 4^ or 62, or a therapeutic system accordino' to 
Claim 4Z or 48, wherein the enLZjone that has carboxj^eptidase G acti^dty is 
carboxjpeptidase Go, or a derivative thereof which has carboxs'peptidase G 
30 activity. 



